Written amendment 
(amendment according to Patent Law Section 11) 
To the Commissioner 
Japan Patent Offi c e 

1. Indication of International Patent Application 

PCT/JP2 005/0 06 0 77 

2 . Applicant 

[Name] SHINYA Kazuo 

[Address] 13-6, Sendagi 5-chome, Bunkyo-ku, Tokyo 
113-0022 Japan 

[Nationality] JAPAN 

[Residence] JAPAN 

[Name] NATSUME Toru 

[Address] 103, 17-21, Meguro 1-chome, Meguro-ku, Tokyo 
153-0063 Japan 

[Nationality] JAPAN 

[Residence] JAPAN 

[Name] DOI Takayuki 

[Address] 17-5, Hongoudai 1-chome, Sakae-ku, 
Yokohama - shi , Kanagawa 247-0008 Japan 
[Nationality] JAPAN 
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[Residence] JAPAN 

3 . Attorney 

[Name] 112 8 7 Patent Attorney, WATANABE Kaoru 
[Address] KUNPU INTELLECTUAL PROPERTY AGENTS 

TYBldg. 6F, 11-6, Kitashinagawa 1-chome, Shinagawa-ku, Tokyo 

14 0-0001 Japan 

4 . Parts amended Scope of Claims 
5 . Content of the amendment 

(1) Amend "(ii) a peptide bound to the organic compound and 
specifically recognized by an antibody" in Scope of Claim 1 
on p. 4 5 to u (ii) a peptide comprising an amino acid sequence 
bound to the organic compound and functioning as an epitope 
tag and specifically recognized by an antibody . " 

(2) Delete Scope of Claim 5 on p . 45. 

(3) Delete "and the peptide functions as an antibody binding 
tag" in Scope of Claim 6 on p . 45. 

(4) Amend "Scope of Claims 1 to 6" in Claim 7 on p . 46 to "Scope 
of Claims 1 to 4 and 6 . " 

(5) Amend "and the peptide bound to the organic compound and 
specifically recognized by an antibody" in Claim 8 on p. 46 
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to " and the epitope tag peptide bound to the organic compound 
and specifically recognized by an antibody . " 

(6) Amend "and a peptide directly or indirectly bound to the 
probe substance and recognized by the antibody" in Scope of 
Claim 9 on p. 46 to " an epitope tag peptide directly or indirectly 
bound to the probe substance and recognized by the antibody . " 

(7) Amend "in Claim 13" and "in Claim 11" in Scope of Claim 
15 on p. 4 8 to "in Scope of Claim 13 " and " in Scope of Claim 
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" respectively. 
















(8) 


Amend "in Claim 14" 


and 


"in Claim 


11" 


in 


Scope 


of 


Claim 


16 


on p. 4 8 to "in Scope 


of 


Claim 14" 


and 


"in 


Scope 


of 


Claim 


11, 


" respectively. 
















(9) 


Amend "in Claim 13" 


and 


"in Claim 


12" 


in 


Scope 


of 


Claim 


17 


on p. 4 9 to "in Scope 


of 


Claim 13" 


and 


"in 


Scope 


of 


Claim 



12 , " respectively. 

(10) Amend "in Claim 14" and "in Claim 12" in Claim 18 on p . 
49 to "in Scope of Claim 14 " and " in Scope of Claim 12 ," 
respectively. 



6. List of attachments 

Scope of claim p. 2 5 one document 

Scope of claim p. 2 7 one document 
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What is Claimed is; 

1. (Amended) A labeling substance comprising (1) and (2) 
as follows, 

(i) an organic compound with a chemical structure capable of 
binding to a probe substance, which can interact with a 
biological substance and 

(ii) a peptide comprising an amino acid sequence bound to the 
organic compound and functioning as an epitope tag and 
specifically recognized by an antibody. 

2. The labeling substance described in Scope of Claim 1, 
wherein the probe substance is a substance except a peptide 
or protein. 

3. The labeling substance described in Scope of Claim 1, 
wherein the organic compound is a lipid or water soluble organic 
compound with a carboxylic acid group at least at one terminal 
and bound to the peptide via the carboxyl group. 

4. The labeling substance described in Scope of Claim 2, 
wherein the organic compound is a lipid or water soluble organic 
compound with a carboxylic acid group at least at one end and 
bound to the peptide via the carboxyl group. 

5. (Deleted) 

6. (Amended) The labeling substance described in Scope of 
Claim 1, wherein the organic compound functions as a spacer. 
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7. (Amended) A method for preparing the labeling substance 
wherein the labeling substance described in any one of Scope 
of Claims 1 to 4 and 6 is prepared based on a solid-phase method. 

8. (Amended) A method for labeling a probe substance, wherein 
the probe substance capable of interacting with the biological 
substance is labeled via one terminal functional group of the 
organic compound with the labeling substance comprising the 
organic compound and the epitope tag peptide bound to the organic 
compound and specifically recognized by an antibody. 

9. (Amended) A chimeric substance comprising a probe 
substance except a peptide or protein capable of interacting 
with the biological substance andan epitope tagpeptide directly 
or indirectly bound to the probe substance and recognized by 
the antibody. 

10. A method for preparing the chimeric substance, wherein 
the chimeric substance described in Scope of Claim 9 is prepared 
based on a solid-phase method. 

15. (Amended) A method for capturing the intracellular 
biological substance recovered by a method described in Scope 
of Claim 13 at least using a method described in Scope of Claim 
11 . 

16. (Amended) A method for capturing the intracellular 
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biological substance recovered by a method described in Scope 
of Claim 14 at least using a method described in Scope of Claim 
11 . 

17. (Amended) A method for structurally analyzing and/or 
identifying the intracellular biological substance recovered 
by a method described in Scope of Claim 13 at least using a 
method described in Scope of Claim 12. 

18. (Amended) A method for structurally analyzing and/or 
identifying the intracellular biological substance recovered 
by a method described in Scope of Claim 14 at least using a 
method described in Scope of Claim 12 . 
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Written reply 



To the Commissioner 
Japan Patent Office 

1. Indication of International Patent Application 

PCT/JP2 0 05/0 0 6 077 

2. Applicant 

[Name] SHINYA Kazuo 

[Address] 13-6, Sendagi 5-chome, Bunkyo-ku, Tokyo 
113-0022 Japan 

[Nationality] JAPAN 

[Residence] JAPAN 

[Name] NATSUME Toru 

[Address] 103, 17-21, Meguro 1-chome, Meguro-ku, Tokyo 
153-0063 Japan 

[Nationality] JAPAN 

[Residence] JAPAN 

[Name] DOI Takayuki 

[Address] 17-5, Hongoudai 1-chome, Sakae-ku, 
Yokohama - shi , Kanagawa 247-0008 Japan 
[Nationality] JAPAN 
[Residence] JAPAN 
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3 . Attorney 

[Name] 112 8 7 Patent Attorney, WATANABE Kaoru 
[Address] KUNPU INTELLECTUAL PROPERTY AGENTS 

TYBldg. 6F, 11-6, Kitashinagawa 1-chome, Shinagawa-ku, Tokyo 

14 0-0001 Japan 

4. Notification date 

06/09/2005 

5 . Content of reply 

(1) Background and intent of reply 

A PCT written opinion has been given from the International 
Searching Authority on September 6, 2005 (dispatch date) . In 
the written reply, the invention described in Scope of Claims 
1 to 10 in this application is said not to have novelty and 
inventive steps according to the Reference Document 1. 

The present applicant submits a written amendment 
according to the International Application Law Section 11 on 
January 30, 2006 to limit the invention related to the present 
international application as well as the present written reply 
to respond to the written opinion. 
(2) Content and intent of amendment 
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The present applicant submits a written amendment 
according to the International Application Law Section 11 on 
the same date as the present written reply is submitted. An 
outline of the content of the amendment is as follows. 

a. "(ii) a peptide bound to the organic compound and 
specifically recognized by an antibody" in Scope of Claim 1 
on p. 18 is amended to w (ii) a peptide comprising an amino acid 
sequence bound to the organic compound and functioning as an 
epitope tag and specif ically recognized by an antibody" to limit 
its content. 

b. Scope of Claim 5 on p . 18 is deleted. 

c. "And the peptide functions as an antibody binding tag," 
part of Scope of Claim 6 on p. 18 is deleted. 

Deletion of u and with the peptide which functions as an antibody 
binding tag" in part of the content in Scope of Claim 6 on p. 
18 . 

d. "And the peptide bound to the organic compound and 
specifically recognized by an antibody" in Claims 8 and 9 on 
p. 18 is amended to "and the epitope tag peptide bound to the 
organic compound and specifically recognized by an antibody" 
to limit its content. 

The original Scope of Claim 5 and a paragraph number 0 023 
in the original description clearly describe "a peptide with 
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an amino acid sequence to function as an epitope tag specifically 
recognized by an antibody." Furthermore, the above amendments 
b to d are made due to the amendment of Scope of Claim 1. 

That is, the present amendment is an addition achieved 
within the Scope of a term described in the original description 
and the inherent property. 
(3) On Scope of Claim 1 
<1> Difference in the invention 

Reference Document 1 describes a ligand composed of a 
natural or non-natural amino acid attached to a support via 
a linker, which is an organic compound or the like. That is, 
the component can be briefly described as " ligand (amino 
acid) -linker (organic acid) -support . " 

On the other hand, a part of the substance composition 
in the present invention is given by "peptide-organic compound" 
and considered to correspond in part with the former. 

However, as clear from the description of Scope of Claim 
1 after amendment , the "organic compound" is u one with a chemical 
structure capable of binding to a probe substance, which can 
interact with a biological substance." Therefore, the "organic 
compound," which is a component of the present invention is 
bound to a "probe substance," but not directly to a "support." 
Furthermore, the "peptide" is a "peptide including the 



10 



amino acid sequence to function as an epitope tag being 
specifically recognized by a antibody." And as clear from a 
description in paragraph number 0 06 9 in the description and 
Figure 2, the "peptide" can be specifically recognized by an 
antibody immobilized to the solid-phase surface. The substance 
composition can be briefly described as a "solid-phase 
surface-antibody-organic compound." On the other hand, 
Reference Document 1 describes binding of an "acceptor" to a 
"ligand (amino acid, etc) . " And the acceptor is a large molecule 
unit, of which an "antibody" is included as an example . However, 
there is no description or suggestion with the "acceptor" 
including an "antibody" that is immobilized to a solid-phase 
surface. In Reference Document 1, a "ligand (amino acid, etc. ) " 
functions as a library so that an "acceptor (including an 

antibody") bound to the ligand cannot be immobilized to the 

solid-phase surface sequence. 

A "peptide to function as an epitope tag" related to the 

present invention is an amino acid sequence, which is known 

to be specifically recognized by a predetermined antibody. 

Reference Document 1 does not describe or suggest the peptide 

composed of this type of amino acid. 

From the above, the constitution of the invention 

described in the invention presently applied and the reference 



ii 



Document is therefore completely different from each other and 

their technical ideas are also completely different. 

<2> On advantageous effect as compared with the reference 

invention 

Generally an "avidin-bitotin binding system" is widely 
used to immobilize a probe to a solid-phase surface. However, 
when a composition of a solid-phase surface system including 
the "avidin-biotin binding system" is used, it is necessary 
to tightly control a dissociation condition in dissociating 
the avidin-biotin binding because of its high affinity when 
the biotinylated substance captured by a solid-phase surface 
coated avidin or a complex of the biotinylated substance with 
another substance is used. This results in recovery of a 
substance unspecif ically absorbed on the solid-phase surface 
together, causing a problem in identification of the 
biotinylated substance targeted for analysis or a target 
substance showing the interaction with the biotinylated 
substance (refer to paragraph numbers 0004 and 0009 in the 
description) . 

On the other hand, immobilization of a probe to the 
solid-phase surface in the present invention is carried out 
at a "peptide -antibody" bond, characterized by a bond between 
the n peptide-antibody, " which can be reversibly detached so 
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that the bond can be dissociated under a mild condition (refer 
to paragraph number 0 03 6 in the description) . This kind of 
advantageous effect is generated by the composition of the 
substance, which is beyond technical common knowledge 
conceivable by a person skilled in the art and not described 
or suggested in the Reference Document 1. 

Furthermore, because the present invention has the above 
substance composition, it has an advantageous effect to lead 
to a novel method of Scope of Claims 11 to 18. For example, 
an organic compound mediates between a probe substance and a 
peptide, allowing selection and adjustment of solventphilic 
property so that ease in handling in the assay system and a 
dynamic stage of incorporating into a cell can be freely adjusted 
(refer to paragraph number 0 021 in the description) . 

From above, the invention described in Scope of Claim 
1 is considered to have novelty and inventive steps. 

(4) On Scope of Claims 2 to 4 and 6 

Scope of Claims 2 to 4 and 6 is a dependent term to the 
Scope of Claim 1. Therefore, the invention described in these 
Claims is also considered to have novelty and inventive steps 
because Scope of Claim 1 has novelty and an inventive step. 

(5) On Scope of Claims 7 to 10 

Although no opinion is given in the above written opinion 
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with respect to the invention in Scope of Claims 7 to 10, the 
present applicant considers they similarly have novelty and 
inventive steps. The reason is given as follows, 
a. Scope of Claims 7 and 8 

Scope of Claim 7 is a method for preparing a "labeling 
substance" described in Scope of Claims 1 to 4 and 6 based on 
a « solid-phase method" so that use of the xv solid-phase method" 
gives an advantage such as easier control of its synthesis (refer 
to paragraph number 002 7 in the description) . And Scope of Claim 
8 is a method for labeling using the "labeling substance," which 
has novelty and inventive steps. 

Therefore, Scope of Claims 7 an 8 is considered to have 
novelty and an inventive step, 
b. Scope of Claim 9 

Scope of Claim 9 describes a "chimeric substance," which 
is a complex between heterologous species including from a probe 
substance except a peptide or protein capable of interacting 
with a biological substance and a peptide. 

On the other hand, the reference Document 1 does not 
describe or suggest the complex between the heterologous species 
including these substances. 

Furthermore, the "chimeric substance" is not composed 
of amino acid alone and cannot be synthesized by the genomic 
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translation system of an organism so that it is based on a 
completely different idea from a conventional protein fused 
with amino acid alone. 

The invention described in Scope of Claim 9 is therefore 
considered to have novelty and an inventive step. 

A chimeric substance with an organic compound to mediate 
between a peptide and a probe substance is one to fuse the probe 
substance with the labeling substance described in Scope of 
Claim 1, which has novelty and inventive steps so that it has 
novelty and an inventive step as clear from the above, 
c. Scope of Claim 10 

Scope of Claim 10 is a method for using the u solid-phase 
method" for preparation of the "chimeric substance" described 
in Scope of Claim 9, which has novelty and inventive steps. 
It is therefore considered to be novel and in an inventive step 
similarly to Scope of Claim 7. 
( 6 ) Summary 

As described above, the present applicant believes the 
present invention after amendment is an invention provided with 
the requirement for novelty and inventive steps. Please take 
the above-mentioned points into account, and prepare an 
international preliminary examination report to show a result 
of examination with a conclusion of its novelty and inventive 
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steps . 
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